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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

Claims 1 to 112 (canceled) 

1 1 3. (currently amended) A method of treating a subject with a B-cell malignancy prol i ferat i v e 
d i sordor , the method comprising administering to the subject a therapeutically effective dose of 
a composition comprising a therapeutically effective dose of a monomeric cytotoxic drug 
derivative/anti-CD22 antibody conjugate with a reduced low conjugated fraction (LCF) below 10 
percent pr e pared by: 

(a) dissolv i ng th e monom e r i c cytotoxic drug d e rivative/anti - CD22 antibody conjugat e to a 
fina l concentration of 0.5 to 2 mg/mL i n a solution compr i sing a cryoprotoctant at a 
conc e ntrat i on of 1 .5% - 5% by w e ight, a po l ym e r i c bu l king ag e nt at a concontrat i on of 0.5 - 1 .5% 
by w ei ght, e l e ctro l ytes at a conc e ntrat i on of 0.01 M to 0.1 M, a so l ub il ity faci li tating ag e nt at a 
concentration of 0.005 - 0.05% by w ei ght, buff e r i ng agent at a conc e ntration of 5 - 50 mM such 
that th e f i nal pH of th e so l ution i s 7.8 - 8.2, and wat e r; 

(b) dispens i ng th e abov e so l ution i nto vials at a t e mperatur e of + 5 °C to + 10 °C; 

(c) fr ee zing th e so l ution at a fr ee z i ng t e mp e ratur e of - 35 °C to - 50 °C; 

(d) subj e ct i ng th e froz e n solution to an in i tial freez e dry i ng step at a pr i mary drying 
pr e ssur e of 20 to 80 microns at a sho l f - t e mporaturo at - 10 °C to -4 0 °C for 2 4 to 78 hours; and 

(o) subject i ng th e fr ee z e- dr i ed product of st e p (d) to a s e condary dry i ng st e p at a dry i ng 
pressure of 20 to 80 microns at a sh el f t e mp e ratur e of 1 1 0°C to + 35°C for 1 5 to 30 hours . 

114. (original) The method of treatment of claim 113, wherein the therapeutically effective 
dose of the composition is administered subcutaneously, intraperitoneal^, intravenously, 
intraarterial^, intramedullarly, intrathecal^, transdermal^, transcutaneously, intranasally, 
topically, enterally, intravaginally, sublingually or rectally. 
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115. (original) The method of treatment of claim 113, wherein the therapeutically effective 
dose of the composition of the invention is administered intravenously. 

116. (currently amended) The method of claim 113, wherein the subject is a human subject 
and th e pro li f e rat i v e disorder i s cancer . 

117. (canceled) 

118. (currently amended) The method of claim 117, wherein the B-cell malignancy is a 
leukemia. 

119. (original) The method of claim 118, wherein the leukemia expresses cell surface antigen 
CD22. 

120. (currently amended) The method of claim 117, wherein the B-cell malignancy is a 
lymphoma. 

121. (original) The method of claim 120, wherein the lymphoma expresses cell surface 
antigen CD22. 

Claims 122 to 123 (canceled) 

124. (currently amended) A method of treating a subject with a B-cell malignancy, the method 
comprising administering to the subject a patient in n ee d of sa i d tr e atm e nt a therapeutically 
effective composition comprising a cytotoxic drug c alicheamicin -anti-CD22-antibody conjugatej 
wher ei n th e cytotoxic drug in the cytotoxic drug - ant i- CD22 - ant i body conjugat e is s el ect e d from 
the group consist i ng of oa li ch e amioins, thiot e pa, taxan e s, vincrist i no, daunorub i cin, doxorubic i n, 
e p i rubicin, — actinomyc i n, — authramyoin, — azas e rin e s, — b le omyc i ns, — tamox i f e n, — i darub i c i n, 
do l astatins/aur i statins, h e m i ast e rl i ns, maytans i no i ds, and e sp e ram i c i ns . 

125. (original) The method of claim 124, wherein the B-cell malignancy is a lymphoma. 
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126. (original) The method of claim 125, wherein the B-cell malignancy is a Non-Hodgkin's 
lymphoma. 

127. (currently amended) The method of claim 124, comprising administering the 
therapeutically effective composition of the cytotox i c drug calicheamicin -anti-CD22-antibodv 
conjugate with one or more bioactive agents. 

Claims 128 to 129 (canceled) 

130. (currently amended) The method of claim 124426, wherein the calicheamicin is gamma 
calicheamicin or N-acetyl calicheamicin. 

131. (original) The method of claim 127, wherein the one or more bioactive agents are 
antibodies. 

Claim 132 (canceled) 

133. (currently amended) The method of claim 131432, wherein the antibody is directed 
against a cell surface antigen expressed on B-cell malignancies. 

134. (original) The method of claim 133, wherein the antibody directed against cell surface 
antigens expressed on B-cell malignancies is selected from a group consisting of anti-CD19, 
anti-CD20 and anti-CD33 antibodies. 

1 35. (original) The method of claim 1 34, wherein the anti-CD20 antibody is rituximab. 
Claims 136 to 141 (canceled). 

142. (amended) The method of claim 131, wherein the therapeutically effective composition 
of the cytotox i c druq calicheamicin -anti-CD22-antibody conjugate is administered together with 
an antibody directed against a cell surface antigen on B-cell malignancies, and optionally 
comprising one or more combinations of cytotoxic agents as a part of a treatment regimen, 
wherein the combination of cytotoxic agents is selected from: 
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A. CHOPP (cyclophosphamide, doxorubicin, vincristine, prednisone, and procarbazine); 

B. CHOP (cyclophosphamide, doxorubicin, vincristine, and prednisone); 

C. COP (cyclophosphamide, vincristine, and prednisone); 

D. CAP-BOP (cyclophosphamide, doxorubicin, procarbazine, bleomycin, vincristine, and 
prednisone); 

E. m-BACOD (methotrexate, bleomycin, doxorubicin, cyclophosphamide, vincristine, 
dexamethasone, and leucovorin); 

F. ProMACE-MOPP (prednisone, methotrexate, .doxorubicin, cyclophosphamide, 
etoposide, leucovorin, mechloethamine, vincristine, prednisone, and procarbazine); 

G. ProMACE-CytaBOM (prednisone, methotrexate, doxorubicin, cyclophosphamide, 
etoposide, leucovorin, cytarabine, bleomycin, and vincristine); 

H. MACOP-B (methotrexate, doxorubicin, cyclophosphamide, vincristine, fixed dose 
prednisone, bleomycin, and leucovorin); 

I. MOPP (mechloethamine, vincristine, prednisone, and procarbazine); 

J. ABVD (adriamycin/doxorubicin, bleomycin, vinblastine, and dacarbazine); 

K. MOPP (mechloethamine, vincristine, prednisone, and procarbazine) alternating with 

ABV (adriamycin/doxorubicin, bleomycin, and vinblastine); 
L. MOPP(mechloethamine, vincristine, prednisone, and procarbazine) alternating with 

ABVD (adriamycin/doxorubicin, bleomycin, vinblastine, and dacarbazine); 
M. ChlVPP (chlorambucil, vinblastine, procarbazine, and prednisone); 
N. IMVP-1 6 (ifosfamide, methotrexate, and etoposide); 
O. MIME (methyl-gag, ifosfamide, methotrexate, and etoposide); 
P. DHAP (dexamethasone, high-dose cytarabine and cisplatin); 
Q. ESHAP (etoposide, methylpredisolone, high-dose cytarabine, and cisplatin); 
R. CEPP(B) (cyclophosphamide, etoposide, procarbazine, prednisone, and bleomycin); 
S. CAMP (lomustine, mitoxantrone, cytarabine, and prednisone); 

T. CVP-1 (cyclophosphamide, vincristine, and prednisone). ESHOP (etoposide, 
methylpredisolone, high-dose cytarabine, vincristine and cisplatin); 

U. ESHOP (etoposide, methylpredisolone, high-dose cytarabine, vincristine and cisplatin); 

V. EPOCH (etoposide, vincristine, and doxorubicin for 96 hours with bolus doses of 
cyclophosphamide and oral prednisone); 

W. ICE (ifosfamide, cyclophosphamide, and etoposide); 

X. CEPP(B) (cyclophosphamide, etoposide, procarbazine, prednisone, and bleomycin); 

Page 6 of 1 8 

S:\DEPT\PATLAW\Patent Law Dept FilesVEIizabeth Barnhard\AM100788-Pl-US\AM1 00788 P1 Amendment-12-21-07.doc 



Docket No: AM1 00788 P1 
Application No. 10/699,874 
Patent 

Y. CHOP-B. (cyclophosphamide, doxorubicin, vincristine, prednisone, and bleomycin); and 
Z. P/DOCE (epirubicin or doxorubicin, vincristine, cyclophosphamide, and prednisone). 

143. (amended) A method of treating a subject with aggressive lymphomas comprising 
administering to the subject a pationt in ne e d of sa i d tr e atm e nt a therapeutically effective 
composition of comprising a monomeric calicheamicin derivative-anti-CD22-antibody conjugate 
together with one or more bioactive agents. 

Claim 144 (canceled) 

> 

145. (previously presented) The method of claim 143, wherein the monomeric calicheamicin 
derivative-anti-CD22 antibody conjugate comprises a calicheamicin derivative functionalized 
with 3-mercapto-3-methyl butanoyl hydrazide and an anti-CD22 antibody comprising SEQ ID 
NO:1 for CDR-H1 , SEQ ID NO: 2 or SEQ ID NO:13 or SEQ ID NO:15 or SEQ ID NO:16 or 
residues 50-65 of SEQ ID NO:27 for CDR-H2, SEQ ID NO:3 for CDR-H3, SEQ ID NO:4 for 
CDR-L1 , SEQ ID NO:5 for CDR-L2, and SEQ ID NO:6 for CDR-L3. 

1 46. (previously presented) The method of claim 1 1 3, wherein the anti-CD22 antibody of the 
monomeric cytotoxic drug derivative/anti-CD22 antibody conjugate comprises a CDR-grafted 
antibody comprising a light chain variable region having a sequence set forth in SEQ ID NO: 19 
and a heavy chain variable region having a sequence set forth in SEQ ID NO: 27. 

147. (previously presented) The method of claim 113, wherein the anti-CD22 antibody of the 
monomeric cytotoxic drug derivative/anti-CD22 antibody conjugate comprises SEQ ID NO:1 for 
CDR-H1 , SEQ ID NO: 2 or SEQ ID NO:13 or SEQ ID NO:15 or SEQ ID NO:16 or residues 50- 
65 of SEQ ID NO:27 for CDR-H2, SEQ ID NO:3 for CDR-H3, SEQ ID NO:4 for CDR-L1 , SEQ ID 
NO:5 for CDR-L2, and SEQ ID NO:6 for CDR-L3. 

148. (amended) The method of claim 124, wherein the anti-CD22 antibody of the cytotox i c 
4f wcalicheamicin -anti-CD22-antibody conjugate comprises a CDR-grafted antibody comprising 
a light chain variable region having a sequence set forth in SEQ ID NO: 19 and a heavy chain 
variable region having a sequence set forth in SEQ ID NO: 27. 
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1 49. (amended) The method of claim 1 24, wherein the anti-CD22 antibody of the cytotoxic 
dftf gcalicheamicin -anti-CD22 antibody conjugate comprises SEQ ID NO:1 for CDR-H1 , SEQ ID 
NO: 2 or SEQ ID NO: 13 or SEQ ID NO: 15 or SEQ ID NO: 16 or residues 50-65 of SEQ ID 
NO:27 for CDR-H2, SEQ ID NO:3 for CDR-H3, SEQ ID NO:4 for CDR-L1 , SEQ ID NO:5 for 
CDR-L2, and SEQ ID NO:6 for CDR-L3. 
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